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1 . This international preliminary examination report has been prepared by this Internationa! Preliminary Examining 
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2. This REPORT consists of a total of 6 sheets. Including this cover sheet. 

El This report Is also accompanied by ANNEXES. I.e. sheets of the description, claims andybr drawings vyhich have 
been amended and are the basis for this report andA^r sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of 2 sheets. 



3. This report contains indications relating to the following items: 

Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty. Inventive step and Industrial applicability 
Lack of unity of Invention 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 
Certain documents cited 
Certain defects in the international application 
Certain observations on the international application 
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International application No, PCT/EP 03A)4 1 52 



I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally fUed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70.17)): 

Description, Pages 

1-17 as originally filed 

Claims, Numbers 

1 -9 filed with telefax on 20.01 .2004 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under 
Rule 55.2 andA)r 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
intemational preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure 
in the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable fonn is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have 

been considered to go beyond the disclosure as filed (Rule 70.2(c)). 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1. The questions whetlier the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industnally applicable have not been examined In respect of: 

□ the entire international application, 
El claims Nos. 1,5-9 

because: 

El the said international application, or the said claims Nos. 1,5-7 relate to the following subject matter which 
does not require an international preliminary examination (specify): 

see separate sheet 

° description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be fonned (spedfyy. «. o ou ui loie^r 

SSild be foiSId ^'^''"^ ^ ®° inadequately supported by the description that no meaningful opinion 

no intemational search report has been established for the said claims Nos. 8, 9 

2. A meaningful intemational preliminary examination cannot be carried out due to the failure of the nucleotide and/ 
°nstmSfoS' *° *'°'"P'y standard provided for in Annex C of the Administrative 

□ tiie written fomrj has not been furnished or does not comply witii tiie Standard. 

□ the computer readable forni has not been furnished or does not comply with tiie Standard. 

IV. Laci< of unity of invention 

1 . In response to the invitation to restrict or pay additional fees, the applicant has: 

□ restricted the claims. 

□ paid additional fees. 

□ paid additional fees under protest. 

□ neither restricted nor paid additional fees. 

^" ° «o t°4"'*."^at the requirement of unity of invention is not complied with and chose, according to 

Rule 68.1 . not to invite the applicant to restrict or pay additional fees. av.v,uiuiriy lo 

3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 

IS ' • 

□ complied with. 

la not complied with for the following reasons: 
see separate sheet 
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Jv^r^fnTtf " following parts of the international application were the subject of international preliminary 
exannination in establishing this report: k » m lai y 

□ all parts. 

la the parts relating to claims Nos. 1 - 7 . 

^' ^H^^^l^ti^T^ r'*®'' Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) 



Inventive step (IS) 
Industrial applicability (I A) 



Yes: Claims 

No: Claims 

Yes: Claims 

No: Claims 

Yes: Claims 

No: Claims 



1 -7 



1 -7 



2-4 



2. Citations and explanations 
see separate sheet 
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Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

3.1 Clainns 1 and 5-7 relate to subject-matter considered by this Authority to be covered 
by the provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with 
respect to the Industrial applicability of the subject-matter of these claims (Article 34(4)(a)(i) 
PCT). 

Re Item I V 
Non-unity 

4.1 The Examining Division agrees with the objection put fonA^ard by the Search Division 
as to lack of unity (Rule 13 PCT), the reasons for the objection being as already indicated 
in the Search Report. 

4.2 In response to the invitation to restrict or pay additional search fees, the applicant has 
neither restricted nor paid additional fees. As a consequence, only the searched subject- 
matter is subject of the intemational preliminary examination, i.e. claims 1-7. 

R9 Item V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

5.1 In light of the documents cited in the intemational search report, the invention as 
claimed appears to meet the criteria mentioned in Article 33(1) PCT, I.e. it appears to be 
novel and to involve an inventive step. 

5.2 For the assessment of the present claims 1 and 5 - 7 on the question whether they 
are industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims to the 
use of a compound in medical treatment, but may allow, however, claims to a known com- 
pound for first use in medical treatment and the use of such a compound for the 
manufacture of a medicament for a new medical treatment. 
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Re Item VI 

Additional observations 

6.1 The term "prodaig ester" used in claims 1 - 4 is vague and unclear and leaves the 
reader in doubt as to the meaning of the technical feature to which it refers, thereby ren- 
dering the definition of the subject-matter of said claims unclear (Article 6 PCT). 

6.2 The embodiments of the invention described on page 1 , 5th paragraph ("rofecoxib. 
etorlcoxib. celecoxib, valdecoxib. parecoxib") do not fall Within the scope of the claims. This 
inconsistency between the claims and the description leads to doubt conceming the matter 
for which protection is sought, thereby rendering the claims unclear (Article 6 PCT). 
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CLAIMS 



2. 



A method of treating cancer pain in a subject in need of such treatment which comprises 
administering to the subject an effective amount of a COX-2 inhibitor of formula I 



wherein: 

R is methyl or ethyl; 
Ri is chloro or fluoro; 
R2 is hydrogen or fluoro; 

R3 is hydrogen, fluoro, chloro, methyl, ethyl, methoxy, ethoxy or hydroxj^ 

R4 is hydrogen or fluoro; and 

Rs is chloro, fluoro, trifluoromethyl or methyl; 

a pharmaceutically acceptable salts thereof or 

a pharmaceutically acceptable prodrug esters thereof. 

Use of a compound of formula I as defined in claim 1 (or pharmaceutically acceptable 
salt or prodrug ester thereof for the preparation of a medicament for treatment of cancer 
pain. 

Use of a compound of formula I as defined in claim 1 (or pharmaceutically acceptable 
salt or prodrag ester thereoQ for die treatment of cancer pain. 
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4. A package comprising a compound of foraiula I as defined in claim 1 (or 
phamiaceutically acceptable salt or prodrug ester thereof) together witibi instructions for 
use in the treatment of cancer pain. 

5. A method according to claim 1 or use according to claim 2, in which the compound of 
formula I is 5-methyl-2-(2-chloro-6-fluoroanilino)-phenylacetic acid or a 
pharmaceutically acceptable salt thereof, or a pharmaceutically acceptable prodrug ester 
thereof. 

.6. A method according to claim 1 or use according to claim 2, for the treatment of bone 
cancer pain. 

7. A method according to claim 1 or use according to claim 2, in which the compound of 
formula I is in the form of an oral composition or an injectable composition. 

8. A method for the inhibition of bone loss, advantageously in cancer, which comprises 
administering an effective amount of a COX-2 inhibitor of formula I (or an ester or 
prodmg thereof) as defined in claim 1 to a subject in need of such treatment. 

9. Use of a COX-2 inhibitor of formula I (or an ester or prodrug thereof ) as defined in 
claim 1» for the preparation of a medicament for the inhibition of bone loss, in particular 
bone loss in cancer. 
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